Polymyxin in Influenzal Meningitis.-P. N. SWIFT, M.R.C.P.
EIGHT children suffering from bacteriologically proven H. influenzwT meningitis were treated with Polymyxin (one with Polymyxin B and seven with Polymyxin E).
Polymyxin was administered intrathecally and intramuscularly. The intrathecal dose found to be satisfactory has been 40,000 units daily. For the first two days a second daily injection is thought to' be desirable. Injections by this route are discontinued two to five days after sterilization of the C.S.F.
To each dose made up in 2 ml. of water is added 2,500 units of penicillin as a prophylactic against secondary infection by Gram-positive bacteria. The intramuscular dose is based on the scale of 7,500-10,000 units per kilo of body-weight every four hours.
Side-effects from intrathecal injection.-Two patients showed a mild non-specific meningeal reaction insufficient to justify changing treatment, and a third who received 60,000 unit doses and fibrinokinase developed a more marked reaction, which disappeared rapidly on stopping the drugs.
Results.-All patients responded to Polymyxin; the C.S.F. becoming sterile in eight to seventy-two hours, clinical improvement being apparent in one to four days. 7 made rapid, complete recoveries, but one died from an intercurrent pneumococcal infection. 3 patients had residual hypotonia of the legs which resolved in one to three months. There were no permanent sequelae and no cases of relapse. [July 13, 1951] The Indications for Streptomycin and Para-aminosalicylic Acid in Primary Tuberculosis in Children [Abstract] By Professor ROBERT DEBRE (Paris) PROFESSOR DEBRE' based his lecture on his own experience and that of his colleagues, H. E. Brissaud, P. Mozziconacci, S. Kaplan, and H. Noufflard.
The therapeutic uses of PAS and streptomycin presented, he said, different problems. In employing streptomycin the most important point was the possibility of the development of resistant strains of tubercle bacilli in the lesion, and for this reason the danger of giving streptomycin to those cases of primary tuberculosis that are bound to heal by themselves, cannot be over-emphasized, especially the danger of insufficient treatment or of too low dosage and too short duration.
Treatment with Streptomycin:-He felt that the wisest policy was to limit streptomycin therapy to those cases that are of particular severity, namely:
(1) Primary tuberculosis with widespread dissemination in the older age-group.
(IIV Any primary tuberculosis in children under 2 years.
(1) Primary tuberculosis with widespread dissemination.-He distinguished two forms: (a) Acute form of miliary tuberculosis (high temperature, X-ray picture with innumerable very small shadows evenly scattered throughout both lungs, multiple choroidal tubercles both fundi). This type he considered not the most frequent. Of 46 such cases all but 10 had meningitis on admission or later.
(b) Subacute form of miliary tuberculosis. In these the X-ray shadows are a little larger, of unequal size and less evenly distributed, with stippling of both lungs either heavily or more discretely, sometimes showing a thin network between the shadows ("aspect granulo-reticule").
It is in the latter more discrete forms that spontaneous recovery can occur and that bone and joint or lymph-node localizations are not infrequent; but the frequency of tubercles of the choroid and of meningeal involvement, though not quite as great as in the acute form, shows that there is nevertheless a dangerous dissemination. Of46 such cases showing tubercles ofthe choroid 34 developed meningitis, whilst of 39 with no choroid tubercles 15 developed meningitis.
He had treated 134 cases of miliary tuberculosis with streptomycin up to February 1, 1950: 63 had died. The X-ray picture always showed a complete clearing in two to six months while choroid tubercles healed and the general condition improved within the same period. He had seen only 2 cases of relapse of miliary tuberculosis. One recovered after a further course. The other died.
In view of the paucity of symptoms of meningitis in these cases of miliary tuberculosis during intramuscular streptomycin treatment the necessity of routine lumbar punctures was specially emphasized. The routine treatment adopted was as follows:
(1) 50 mg. per kilo per day intramuscularly in 3 injections, but seldom more than 1 gramme. This treatment is discontinued only after complete clearing of the X-ray picture, healing ofchoroid tubercles, satisfactory temperature, normal sedimentation rate and weight gain. Treatment is seldom stopped before six months.
Proceedings of the Royal Society of Medicine (2) As soon as meningitis is discovered, 10 to 50 mg. are given intrathecally (according to age), twice daily for about a week, and then once a day. The intrathecal treatment is stopped only after spinal fluid has returned to normal.
It was difficult to decide whether or not to treat cases of primary tuberculosis without X-ray appearances of miliary spread but with enlarged spleen or tubercles of the choroid. Streptomycin was given if choroid tubercles were found but not if splenic enlargement alone was present.
It was an absolute rule that streptomycin treatment once started should be continued at least four months.
(II) Primary tuberculosis in. children under 2 years.-The reasons given for treating these children were as follows:
(a) General agreement that primary tuberculosis is more severe under 2 years and especially under 6 months.
(b) It is difficult in this age-group to detect general dissemination by X-rays (which are liable to be technically imperfect) or by examination of the fundus.
(c) Meningitis is very common and has a very bad prognosis, due in part to the difficulty of early recognition.
Does treatment mitigate and shorten the illness of primary tuberculosis, decrease the mortality and reduce the incidence of meningitis? If so do these advantages outweigh the risk of streptomycinresistant meningitis? These questions were answered to some extent, he thought, by a study of 26 cases (the majority aged less than one year). Thus, temperature, weight curve and sedimentation rate always improved, but slowly and only after the second month of treatment. The majority of these children had high temperatures, poor general condition with severe loss of weight. 5 cases with severe dyspnoea improved remarkably in the first days of treatment. Radiologically there was no evidence of any influence of treatment on the pulmonary lesion. Only one had a recurrence. There was only one death.
The one fatal case died of tuberculous meniingitis, which developed after three months' treatment, due to a highly streptomycin-resistant tubercle bacillus. There was no other case of meningitis in this group, only a slight meningeal reaction in one but no tubercle bacilli were found in the C.S.F.
It need not be concluded, however, that meningitis developing during treatment is necessarily streptomycin-resistant. He had treated 4 cases of tuberculous meningitis, from other sources, which had appeared while on treatment for primary tuberculosis and the organism proved to be sensitive to streptomycin. 
